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00 (57) Abstract: It is intended to provide a model animal which is useful in developing a preventive or a remedy for human chronic 
nonbacterial prostatitis, more specifically speaking, a nonhuman model animal of nonbacterial prostatitis having pathologic condi- 
J™^ tions simulating human chronic nonbacterial prostatitis. The above nonbacterial prostatitis model animal is constructed by injecting 
2J hydrochloric acid under the prostatic membrane and characterized by having a tissue injury characteristically observed human chronic 
t^s nonbacterial prostatitis in the prostatic tissue as well as a lower urinary tract injury characteristically observed in human chronic non- 
bacterial prostatitis. 
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-m, i8~5o wt<D!B'\&ffl~(?y mm^nmm^ miLum^&%m&\m&-e%> 
iq w*&mtmm.<D o. 77 % (^^^iios^^*^^^©^ 5 %>l 
wn*mx%m^\mmmxm. msm%$m\z-w,^z&mz^ 

20 &mmimk<D 0.83 gmt^Snw^ (Collins, MM.: How common is 
prostatitis? A national survey of physician visits. J Urol 159: 1224-1228, 
1998)o ^-L-T^BTH 200 7jKtmt[M.0ktB^rcZ^o 

&tc. B#-m, tti&m&mmmtDmm <mv<^-r^Mm) u*zmm 6o~ 
ioo 7TA©^£»Q£nw3 uuwim, m&m±,)\\M7m m-. msmm 
25 mt<Dmmm-m3m&&mm\*nz.T\,*%<Dfr? - prog. Med. is: 2149-2152, 
1 998)0 ^<omm\t. ammmmizm& (abpk (atttiittiii 

&(CBPK (3)1t1£#^Mftti&5^&(CNPK Rtf (4)lW:&JISW5I^0^1* 
(Prostatodynia)©4^^^l$nSo *<DmMfflMm** (l)Rtf (2)<DSM4£<E> 
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mm, 4017:25-30, 2001)„ Wbmmffltft<bfe> (l)©&tt^£(2), (3)RtX 

(4)<D#1«££#frn3o j&^»c^$n*(l)3&tt^ttl(riMfe*t?tt» ^ 

5 ztet>$>z>&smvt£vx* wmm. mm. wmtfoEiMUb*>tiz>. — « 

%<Dmm 6: 863-865, im)ote&,mmfo*mmt.±ffi<DMQ 3O0iI({2), 
10 (3), (4)) fc$HH$n*#, BMc^a8»s:v^#*fc«<HbT^0, ttftcttttfr 

ttflSP^ 33:1561-1567, 1997). 
MiLB0k(DmWi^tVX. four-glass test ©|g*)&>&*MEM*fT olsmfl 

&z>o (DMmmmaiLsm (abd **four-giass test &mm-z>z.£xmn. 
15 m*£vzi^&&&zfc&mi&x&2>&. m®LM±m0k ((2). (3), <4» 

four-glass test EPS (expressed prostatic secretioiu 19^0^" yU— 

i^Pf C^J&bfcfomffiffi^) Rtf VB3 (Voided bladder 3, m±B^y^—^ 

£#*-e#5. HK. EPS >^oeife^©W^t^^#WftM5^^<hH&5iJ10ic 

^-T. BKflSfl# 33:1561-1567, 1997)„ 3S¥, ti14M3yiyfc<E>^®n* 

itT, NIH £0 the National Institutes of Health chronic prostatitis 
symptom index (NIH-CPSI) ^^$nTVi^o JKDNIH-CPSI fciu £&&OE£&tt 
{C<fc 0 #m^^Sn^#tt^fflia^©^^^X 3 T VTc%<DX&Z>o ZLtl 
25 «U ^^©#m«r^i^TlE^T*0, QOL (Quality of life) (DIM 

i:bT«, Mffi^ asm, safest *wigm*fcj«a9Jai^^) »as 
% (ffiim-imm&mmtvmmtfem. u*&m%m, 4017:25-30, 2001)0 



WO 2004/039148 



3 



PCT/JP2003/013743 



nmtiimmt. mmizm^^mx&zmmmxfctim^x, mmmm 
vt mm. m&m* fcmmm&rcummmmtsia) »im*5t>©©, 

5 « RtfQOL (Quality of life) f««fc^Efc#*ft£nW* CF"1BB 
#JI|g-m, -/gtf&^-fi&iThe National Institutes of Health chronic 
prostatitis symptom index (NIH-CPSI, BaWJK • Wm*#30<Dtf;itt£«tt 

93: 539-547, 2002 ; Mark, SL., Mary, M-C., Floyd, JF. et al. : The national 
10 institutes of health chronic prostatitis symptom index: development and 
validation of new outcome measure. J.Urol. 162: 369-375, 19993o Z\(DZ\L 

z\o nih-cpsi K«k«fi*U3T*5, mcomm^^mm\zn-r^mmu 
m , r^x>r ? ^-r>b^<*^^^ mwmm. qol 

— Mycoplasma ^Chlamydia trachomatis ^©te%©P#, tt*;^^ 
;t^>X^^R^MWMH^^,#lKiCt)fe^>CPewitt, EB., Schaeffer, AJ. : 
Urinary tract infection in urology : including acute and chronic prostatitis. 
20 Infect Dis Clin North Am. 11: 623-646, 1997 ; Donovan, DA., Nicholas, 
PK. -.Diagnosis and treatment in primary care. Nurse Practitioner. 22: 144-156, 

i997]» ^(Dtctb. ffimm&^;M±m^yv-i?;mmmm&w<Df£&<D al 

(prazocin. bunazocin> terazocin&£) ^W®Mffifl2i1t}Wi?F$3tt (5* 
^ ; mm ; tttffcifiaaW* (hyperthermia) (DWtmmn&frttX 

Kzo}smmm-:M*m#mmm<Dmmifm L#nmms±m0k. Prog. Med. 

18:2191-2194, 1998.]. LfrVtii&Z. mmtmmmftfimmZ&WfemizSm 
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5 **#*.Sn* C«**H, BB5»t». 119: 609-612, 

19983. 

mmM. mam* wmmm. rnmamm* xxmmmw. (mnm%mmz£) 
io tzEiP* *fc, zm-mmt vx. 

mmmmmmms mmmmitm. mmmm. mzxm* mmm 
mfmmmmuaim&znx^z mmm-m, mmm-.m^mm^m m 

vmmiz&zmmmmtommm. mmm???^*. 10: 78-8i, 2002. 

)„ ^(D&^izM&mm^ T3m.mmm<Dmmmmvt mmmm> twmmm 
15 mvt wmmm) z.<Dtz.&. .frfr&rwmm 

25 wessL u^^aps)ias^SMRS?tticj:s ; E5*;i'»*f^9. &«:&£m¥U8 
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mt u&fco^oT, mmrnxmrnttz^x^znim®. mmm* im> 
qol) \z^m^^rdm^^^rif3:^\ 
5 m±mmzttm-rz>ffim&nm-tz>±x, m^Lsmmmm^n^xT^ 

-^Mz^xmrnzmmtz z. t-timmtfc d , m$M0k^M • mmm&m 

10 m (x?v-~>ym : £y : )vmm) tvx#mzmmx$>z5 tmw-znzo 
mmitmmzftvTffim&mmtvx. ^mm^mimmmmz^^m 

Tmm&vmmmmfc&z&vffimmm mmmm) srM-r^o £<3b& 
T^m&mw^ m^i)m%mmzmm<Dmn&xmM*mv atr £5 \z&& 
15 -?z>z\£\z&z>*><Dx&z>z.£j)mt>nx^2>o ®>x\z, mtm^om^iMm 

mmmm\tr^m^mm\z^m^xmm.(Dmm^mmmt^c^z\ tifi*> 

SHifeffflRSntV^ (^I^S^^^^X, 8:41-48, 2000) o 

^mMASdS^^^i&^tbT^ (i)u^#i» (lps) &m 

^XVf^tlTz.^)VWi^i (Fulmer, BR., Turner, TT. : Effect of inf lamination 
on prostatic protein synthesis and Luminal secretion in vitro. :J. Urol., 
25 162:248, 1999), (2)Dihydrotestosterone+Estradiol ^m^XW^tltc^i'f 
)VW)% (Harris, MT., Feldberg, RS., Lau, KM. et al., : Expression of 
proinflammatory gene during estrogen-induced inflammation of the rat 
prostate. : The Prostate, 44:19-25, 2000), (3)^5^y Y\Z Estradiol 
bTf£§g£*i;fc^5^I&^(Robinette, CL. : Sex-hormone-induced inf lammat ion 
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and fibromuscular proliferation in the rat laternal prostate. : The Prostate, 
12:271-286, 1988), MM^V hVimmmMtt? S-)V&&\Vffimffim& 
i£T£i2\ dinitrobenzenesulfonic acid (DNBS) £M«UT2&#£iif££i*:Tf£ 
W^td*i=r)\/Wto (Micheal, DL., J.Curtis, N. , Merle, EO. et al. :Rat model 
5 of experiment tally induced abacterial prostatitis. The Prostate. 45: 201-206, 

2000. )> (5)^^7 7 h«^t ^taAbTMbf^fjvafe mmti&k-.m 
&m0i(Dmm$), v&mwmi. mumm.™-. 446-455. 1988) mv£%ix&z>o 
b^b^e>, ±ib(d ~ (4) <D^)vmmzwpfzfr %ttu<dkm&$>z> z. t 

10 mmtzmMzn%>z.t. (2)mftt)m^nh*)v^>&&i?Tz>z.t\z&-ox 
^;i/^>A^>x^bT^^n^fefe^^;p^5i^Ticit^fiv^^^g 
-r&zt (m.m~4mm). &rcftm&*xmmz*fr^>tf&^i£nx^2>fr 
£?fr&wm-?2> z. ttf-v^tzWc®. K)v^yn^n<DXzf J £)v^g&\z&-o 

mmaz x> . ^)vmm<D¥WtU-k&mMfflm\z.&<ox?£t:-rz> z.t%mtf%> z. 
t.ifix^o (5)(covix«> ^mmm^z^mm^mz^v). mmmm 
¥ftnMfrzm^0kfc&#^z^ufrmmvfc^z: t^mmvx^ urn. 
20 Tzmm&mmta 
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-r&:bt=>, ^bj^tib (i) ~ (6) \zmw^mmmtiim0k^)mm'c 
20 ( i ) m^®wcFizmm&&A-?z> z l\z& Dfi**n&#t: m^t&^ 

(2) lEfttzitMYWimt&^x, wmzi$-?z>mwt<»nmik <mm 

25 fi»/#fi) fimiMVT^ZZt&ftWLtlrz* (l) £!»r3#»f£M5m 

(3) -mmm#&. mm. m$m, mpmmsm&^m^ am$mm 
5 (1) (2) ic^m-r^^^Mid^^nb^c 
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(4) MM&ffi3m<Dmmm^\zm^T%ztiz&vftm-Z£ti2>#t vmm 
i?**, ±13 (i) 7bm o) (D^rn^zwm^^mmmii^B^^vwjm. 

(5) m^mm^r^mm^^xv, 4B~i mfmrnm^vtc^ vmm-v 
±ib (i) jsm (4) (Dv^n^^fBm^^MttM^^x^Sitio 

5 (6) ftthWim^ ?ybT*$>% (1) 7?;M (5) OVvfft^CfS^^Nffl 

tib (7) ~ do) \zmfz>. ^^mmmt^rjsm^^wj 

10 (7) #k h»%©MimaarFfc4tfflfeSaAb, i*kMl«lSfifl/T, 
iiuim&££££^3£,h£^i?> ±13 (1) 75M (3) ©Vi*m^fcC<W* 

(8) ^m^M^©#i^^T^aA-r§ t^oTfr^ns, ±ib (7) 

15 ( 9 ) M£J«§IT}C^££AU gTfT & 4 0-1 ilfWSMr 5 , ±13 ( 7 ) 
(8) tcf3m©^®ttM3£fli^^;l/l&tl^^feo 

(10) #fcM&«W*, 7!!/M?»5 (7) (9) ©Vifn*>fclB»©**ffl 

(11) ±13 (1) 7bM (6) (DV^n^^fB^^MISttM^^^VSi^i 

mimiz&tt%mmg&fc\rF&mmw<D'Pte< thi^<Dmm\zMt^ 

(12) T&ms&isi^ isst 

©-1ST) «fco^^^e>^^ti^^< Lhi-oomvt&Jcr&wmmm-em 
z> (id KiiBirf-s t vmmmmmi3m&<Dm&mmm<D*>7 u 
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(13) fmmfffiitMfo^JWfiw* (id (12) \zm 

(14) HUAd^^mTic^^aAT * C i fcck D ^^ti^fffVd^^^cD 
fc*5, ±|B(14)TfflV^n^^-^^ttM3i^ ; &-7 i ;P»I^ ±13 (7) 

~ do) izmmT^mmm^im^^Jvmm^m^mz^x, #kh» 

jgtc, _hiB (id ~(i3), Rt^cu) *n^ri«#r*«aMMi (« 

rara-rs cnso^tt, ^-wnTia (15) ~ a 6) Rtf (n) 

20 ~(18)£UT&JTr : 

(is) ±ie ( i ) ~ ( 6 ) (D^rn^zmmo^mm^mimM^^wjm^ 

(i6) T8Bm8&P£^ mm> m&m* mmybmm&m&U'p umwrnmo 

d5) iztdffirrz. mw<Dtb#mwmi!^&<D&mztt?%mftm!ajjmo 
d7) Mid^TOT^mm^aAt-^ ^tsao ftmzn&mim&wzsL^ 
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mmmmz^x. • ^mmmti^m^^mm^mimmuiz^-f^m. 
5 (is) T&msmmft* nm> s#cts, m$%$hmw&m<DWP d«i© 
±iB(i7)Tfflv^n^#-^i^ttiasd®^ ; &5 i ;wibW^ ±ib (i) 

zz\z-*mm. ±m (id &it\z (u)\zmm-rz>x?v~-~>tfjjm*m^ 

(19) _LfB (11) ;£fcte (14) ^|B®<DX^U-^>^^J;0#^attH& 

15 iiM^izMvx^m^xu^m^^mr^m^nrcmm^mr^ h 

(20) b h#^M&M^^©^ffl^^^®^i^^^*r^^\ 
f*fc h#MMttM5iJ»{C^T^^^^^M-r^fcJ60, ( 1 )7iS( 6 ) 

20 m^nmzmmrr^mm^mim^y'jvmmommo 

«t h^mmm^iM0k\zM^^^M(Dm^wmT^rctb<D, m±ammT 
\zmm^^T^z\t\z^^n^n^mim0^m^(D^m • #ra4fra§s 

25 (22) • mm&SffiM&^frWiWip. mimmgrFizmB.rf&A-zn, 

4 B^O^lW^ J;oT#e»n^B55Lflg^*^W^t MrfTrffc^K (21) 
lZ%dMTZ>W8o 
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mmmnmm&A^y v (mm : y) ^.zsmm^xmrn^ v v mmm : no 

mmojfiM** ( c ) teJ»&A 8 Ht®7 v v \z^^mtmmmom%^ 
io mmmnmm&.A7v h (turn : y> Rrj^m^ax^s^y b mmm : n) 

15 j^OBfJL Rtf <c) fcHfiHfcaEA8 hfc*^SMWI<ll0lI^ 

§ CHJS0!ll^2-l)#M)o 
001 ©2-1) 

(0.1N*£^&A7y K 0.2Ni£M&A^K Rtf 0. 4N *tm&A^y h : 

25 mst&A^ e>^w 8 b a j Rxmmm? v v icout, wmmm. ms-mmm 
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mmLAfrzm^sBB) jtxmm&yhtt^x* msmmm/fcmit* 

mn*$mTz>rc.tb<Dm£k(D : mm 

io m^Rmvrc^hsm-omm^vmm m^vmm) x&&o mfamzfe. 
^mm^mmmfiiLB^^vmmt, ^<th, nft\mmm^ 
mms^vmmmmtf. mm^mmrni^mmzmmvrz^h^m^mm^ 

mmz&mzm&BnzTum&mm&mnizm-rz t vim-^mmx^o 
is b bm&#mm&i&&m0k<Dmwm¥m&WL\z--D^x\*. mmm\m^& 

& wmmm^, <m , p. 793-794, 1999)0 ^mmffi^trr^tmm 
mmnsm^jvwm^ mimizfc, &fc< khmmnmnffizimxmi®. 
20 mfflRz$%3&mn<DMm m£) £^tcmk&mx.x^2>h<Dx&&o 
UMte&T&r&nMMizmwrt-zi)^ imm^mmu^^Wimu. 
m&m <mm&x> 4Bmy,mzmirM(omn\H\zmm<Dm^mmm(Dm^tm 

25 t-tu^§„ &tc, ^m^mmt. mMmmnm&mmM&x. ±mm 
x$mtz>o b#>u mm^vmmn.. mimmmmt^mmmmv&izm 
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5 mmmo^m. mrfum&mm mm&z.mrrz>mvt : «^&<H©#m 
m\±m$k<Dwmzfe, mm • • tM«©i^t#«$x37ftb 

jfVT , gffiZ&M%n2>&. 0k&ffcte C Wlfi^fiittlt Hill, 

a<5 wm\z c $&s£(cj;3&m^a«?^ 
58^r<5t©wtttt*«(R»$nTv>a mmmm^z^jx, 8: 97-102, 2000)0 

^T^^^X, 8: 97-102, 2000) . 

ia»^K:<i*«w^B«>e>n«^i8 (^) 'pfc< L<bTffim&mw&ffi 
m\zm~rz>#t. hwmv&Zo -mms&mm<D5?>, ^*l<«, mm, m*m. 

iE^^fc hmmzjtisT. mmmmm<. ^-mmmm^p^^^m 
i^^t»e.nT^5. ^m=£?)vmm<Dmm (.mm \m®.#mw®. 
25 m^mzmmistctbmmvTnms&Bmizmibzmwi mm t-wcvx^ 

<dwp (iiu#m»^T), &t£\mmh^tdmmmw&mm\zm-Tz>#th 
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a*, #t hW}mz.-o\,*T±ffimmmm. &\zmm, wmm&m dints 

5 (Am. J.Physiol. ,251:R1177, 1986 ; #«^f4«f2&£, (80 

P158-165, 2000), ^mjjmzmCXft5Z-£tf-V%Zo 

WM\mmmz^xmm?z>^ mmzmm-rmmrom^x^o 

15 MMIiSttl^ttfcHJfeU^ttrtfc 5. OmL/hr ©3£an?£3 

££zk (3710 &seau mnmzmwfajttmfe.vmm-?*. 

£z.zx\ BWMmvmmz* mmz&^xmm&^mvfcv. tm* 
^mm<omm^mm<Dmm^mmh^mMT^<D\zmmx^^t(Dm^^nx 

25 V>S iSmSW^^^^Ts, 8:41-48, 2000) o Z\<DZ\t.ftZ, *t&» fflBt&Sk 

/mmms. iD»3itett, th®mmmmizxmtmm\z, ±%B®mm m 
smmmm ^mssmm CF^m&mm) msttfc^ tfiwwsas 
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^r&?\z. aur, fcm\zMTz>mwt<Dmm& mwt/wm xh-oxwmrz 
5 z.?htc. mm^mmmmm\z^hm^mm^mim0itmm(D^mt:m 

z. z.xmimwi^)mm<Dim<Drctb\zmmx^^i\F}i bmmt vx&. t 

1 0-1 2 Wfe©$ffl^5ut»lK 
*»§8teTieffl*n*ffl»©««fcbTW:, 0. l~0.6N^f^^W 
^3. £F£L<teO. 2 — 0. 5Nm ftAtil **JfetT**bh»*»©« 
Iia^TWS^ItO. 2-0.3 5ml/kg#:ax$F*b<«0. 25-0. 
20 3 ml/kg ttSSflTd^f'S 

25 fomzte, th<DM^0k<Dt^^x&&mmmzB&i^mzftmi'frM^ 
m< hxmsmmrizmmt^xtswt&t hmm^ maiz&znzo m 
xmir?z>z\t%x&z>o jMfcWfcfck mn&fttvx. ^20-26^ *B*rs 
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m&$¥Mwmi!±[M&ty&^z$mmzw®zn%mm asm t^st^i 

15 mm.<nwm, mmzm^(D^mmm^rc\m^mmiz^x^bmmmm^ 
mimmzM-r^mm^wmt^^zmmizm^ c 

«#u mmmm\z^x, ^mmm-i^m^^jmrnom^mmm^zm-f 
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e&£L<tt&» (den) ft^^pfiWMBHrrstt^t*. »* 

20-100 teT«^3E£te«fcoTfr3;ii#T#S. JWfrWfcfck fcH*^^ 
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— h mmm) : 1 :mttz.v uE^thmwomMteimm tit^xmttf 

5 fcV\U 2 [iE^MIi:lt^bT^8e)T^b^^§@m], 3 : mm DS& 

\z>&mzmvxmmmAwm.v* ^^(Dm^t.mmm^^x-'^.mm 
20 m^i^rc.mmm^z^>xn^n^±w^t^MitT^z\^z^xhno £ 

mm\z$m%)%:&Mtbt>nz>f)\ ^t^wmimomtmmmsLn/yjtmmm 
m. zzizmwmm (m®t/ftM<Dn.mit) ^lE^im^vmmo^ti^z, & 

25 m< vxmwi^n^mmt. t hm^.i¥mm^miiM0k<Dmmm(DW^M^t 
\yxmm\zm^^t.tmmx^ 0 

mv&rz>*^m<o*2 v-~>t?jjmz&v). m&t£n%\ihm&.i¥M 

ms.Etffoz\t.\z^ s ttis £ \z b hwmmmmitm&m&^omm. 
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15 mr\z. mm-r^rnxm^^x-t^ztiz^x^mr^zt^x^^ m. 
MftAm.%t i bv<mm<D. nttm*m±<DWM(D#iihmm&* zzx^o 

WSC»Rt«-©«3miW fc*5tt*tt»**©»£* &it\ZT&mS£Wmvft£. 

<D'piz< h% l^zM-r^mmM^^r^zhiz^xmm-^zt^^ 
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io un^y^w^w^^^x^u^Eot^mmT^ z\ t\z&-DxmMtz> 
z\tt)ix%z> 0 imm<D^^-^.y^m^ ±Mmmmm^td<r?m> 

mmmo&mfe* (2) \z^xmmt^^nm\z^m-r^z.t.^ 
m^) oy$m\z& v mytrz z. £&x%z> wv— : ^rams d , 

m\z\zz s> izmmmmomMt^mr^^^'t' *>fc«& 
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-rs uttiotiMs z. ttfxzzo 

isxmm \zm^z>z. t.^mx & z> <> 
io M^i"^^©^^u-^>^^^j;t), mtk-zn&yibmmEM 

nmtiim&^ffi^Ammz, >&^zfovx, zz\zm<DM®)mfc j Piz±fe$& 
m^^n^zt\z^K)^rc^^\z\ib\z^^(Dmmum^ffozh\z^y). 

£ D2&*©i*V>, v^^ssm&r t bxagij-rs - 

15 x> itim&i& mm) ^tcim^i^mmmz^-D x, x.m&o 

tv. b h^MMliffl^^MEfe^M^j^^^^ 

mmmj&w t vxmmt z> z ianr#s«, 

m^mm-r^ znzomftmwz. ±m*mz&vmqznummz 
25 nrchMzmM-zn-r. jjBT»js*ifc4wifcWf" zffimzm^xnmzffi. 
•oxiv^m. ±^m^^\tmm^x.^m^mz^m^^n^%(Dx$>^x 

^MEsm^wa, mmrr^mm (mu %m. %zf±)m, mm. mmi 
:yuy?m\mffiu mm. turn* mi) mz^xman^rc\t^mn 
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fcW3E^2fcJ:oTS^:?)--«EK:S^Tf€r»:V^ 100.000 1-5 gg^ 

s, ibi HR@fcJbKtra#*r* £ t^tr 
5 v. ^^^obh^MMH^^^^^ffl^^^^^ 

&®^^©t h«tt#Nrattfl&ffl^©^fcW*^ffw^ mrnt&m 



WO 2004/039148 



23 



PCT/JP2003/013743 
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1 5 j^w , 3 : mm mmmtifi 1/4 mmi , 4 : mmmmw 1/2 s«] , 
5 -.mm iwbfr\z%mmm&i/2&±v iz^xmrn-r^^t-hx^^o 
mmtavt bmmmmimiLm0k(D&w\zMir%n®maa\^ t mjh£# 

mommmpfflgk) t.Mit-r^z\t\z^x, &vmmzm&&?z>ziztfx% 

no.— ^/ (0H3.fi, sparfloxacin levof laxacin (^tfy h) 
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^mmo^m^^m^m-^mmmM^^^wimzmmm^n^v. 
xm^t^t.ifix^o 

mw-*m& i bc>izm£2nf3i^ 0 ®&\z{&^0&m&tc.ummk-&w. nm=?- 

ttmt-rz>z.t&x%z>o &tc. z.nt>\zmmmx&*DX%, ^mm, mm^ 
td,%m^mmo^mm<D^o\zwmmmx^>~ox^>^\ ^rz3$m<Dm&r» 
?\ ?ii%m^m%2ntch<Dx&-DXh. it^m&mzzifc^mz&j&znfc 
%<Dx&~DXb. &fzm^x^mzmm2nt£b<Dx&-ox>b^\ t<DWt^ 
20 ^tLtn (5) \z&^xm^tt&*nm\zmi%z.ttfx%z>o 

?\z, mmmtwrniz^x. • wmmmtiirM0k^)mm<DtfiiLmmM 
(^^mimms^mmmm \z&tf%®MmwmMVM%)%:, 
ri$m.^w<D^fflm®>&*fefetz> z\£\z£-Dxwm-rz> z. ttfxgz,, * 

®M) *mmvxmwim^mm&mmvfcQ, ^mmmm (-®9mm. 
y^m^mm<Dm^9mm.^^nm-r^> ztizk-oxmrnrrz ^ £&x%z>o 
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zt>\z±mzmxx, ^)vwM(omwmM&m\s. mmomMmmonm 

im(jEi$fflm tit^xmt&tz^h 2 -.mm iiE^mmt^vx^xmt 
im&zmm* 3 : mm ummmw 1/4 mm* 4 : *mm mmm& 1/2 
g&L 5 -.mm m%fr\am*mifi\/2&ji]') \z%-oxmmt^z\t%x^ 



15 'j&vxmoMmnmimimx) t.m^r^z.t\z^x. ^vmrnzmM*? 

20 H $s ffl 

\t. ^momrnmufD—ox^v, ^mMm^^mmm^-oxM^m^ 
25 1) ^)vwm<D^m 

1-1) ^am^WfFffi©^:*©^^!/^ 

12 mm<o wistar jfiittt^y Ms eg& 3» (mm. itm$. mmmsmm 
rcwm&<DGwmm&Fiz, iwbt 0. 4N(Dmm&m-&m<i (0. 4n$ssk: 
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\zmm%mzoAN(Dmm£m'WM.7k% 100 /tiaxifc ^-ne>«, 

1-2) JBjffittig CTIKSKPW©W*0 miZOfclZXD^jm® 
10 12 5I»©Wistar»«ltt9y h9EE (HfcifcH) £3S¥ [0. lNmM&ASI(n=3K 
0.2N li^AiM), 0.4N mm&Xm(n=2)-] fC^Htfco ±12 

&mizttvxffim%misfeo. u o. 2 s^teo. 4N©^^a^7X^n-^nioo 

jxlfoaAUfc. Jfc«©&«>, ±|Bl-l)^IPHSIfcbT, 12Mifc©Wistar 

15 »*H4^y h4E (D^mmmmz QAN(Dmi*m'&Mfr& 100 ^1 

aAUfc, Z*>\Zj#m$£\sT, 12 Wistar ^«ttt^y h4Efc, ±fffl& 

&k&&AVTm&£&MEM7 y h Msham)) Sfmufc. 

l-l)&tfl-2) \Z^X. &*Vm\stz.&m<D : 7y h£TiB©&#Tg3 

ftfc. 

25 • hir-'^O R-IS * -f 7 X : 

260X380 XI 80mm: B^U7W^^M) \Z, 1 tr-V SWFoWMo 
• mW^mm :SPF (Specific pathogen-free) ^WJSiSl^J^ MM 20~26t;, 

wmm 3o~7o%, Rsw«^F«r6«f^«r-¥«6NPt8*r© 12 mm*M&M 
m&\%mtio®^/mm-mmm$7m^:mmhrcimMmm (ce-2, b*^ 
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2) mwmmmmm 

0&i¥2GEK 4 0^ &J;tK8H^ (#i*2|ZE) <D#^^ X- 

^)vmwrf^Mjk^^>z\t\z^.-Dx^mm^, m^m. w&t. msmmmwt 
io ^mmo^y uz-o^x^mmzmnvtco 

y &^X*Wfeik\^fzMM%: OCT compound (Tissue-Tek 0. C.T. compound [Sakura 
Finetechnical Co., Ltd.,] ; 10. 24wM #U k*n;PT;i/3-;K 4. 26wM ^ 
Ux?l/>^'J3-;k 85. 50 wM #?&[&&&) «LTilS^a'^^S 

bfeo #V*T\ ^n^^U^-X^^/ 5~6 fim £?3iZ>&5\ZWMl,T%m, 

15 3U)t<Z>X5K H^^^bfeo -^tT, h^*^^ b*'>U > • X 

2-1) Miil^l^TmmaA^^ h 

M^lfrfL) fc^. &0*, «*WNfi^HBi* <8flK#&A81&"7y h), 

z.(omMfrt>t>fr2>&oiz, mummiz o. 4 N<Dmm^mxvr^y ham 
25 immm p) t^emmBxm&m&mmvmmz&^T. m 

m (+) (++) -mm (+++) osst, jgLh&»£>Jw> ±&<£fJ$t> 

^&^E> S.^jfii^CD#ffi^Je)&n^: [01(a), 02(a)]. 

=»«cd^«f^^^ (+) ~+<s« (++) <Dmm^(omifD.mswmam^smM 
&m> e>n^ [02(a)], ^tcmm&x^ e> 4 0 g t®a»BLR^©«a 
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/yp^-S?, SF^^ail) ^fg&£>tlfc [01(b), 02(b)]. Z\(D&o 

\z±m 1-1) T^bfc^^p©^^ v\%nmimtmmmm*^\s-c$>K). 

5 ^©^*^)^A^e> 8 B^Ufc^Tfe^^tlTVife [01 (c), 02 

(c)] 0 ^aA^e>8B^^^bfcm^^> m^mmmmS'mm.mmm. 
mm^<Dmwmm^m4: m^ix^-m) \z^to znDmgzfrzfrfrz&oiz. 

fcfe-^m^^ W) ^CTV^^i:«^$nfc: (04). 

Afe^^^^n^^o^o z\(Dz\tfr<b. ^mmo^frmm mmm) « 

2-2) iiti^MaA77 h (jfc«aff) 

oAN(Dmm£m-&wk*mii\, mnm^zmxvr^yh (itm® \zz> 

A^yb) (Dumm***?* z\<D^mfr*>t>frz>&?iz. mmmwzoANo 
xmm (+++) <D±&mm rai(a)#i], mfirm\zm& (+++) o^ttmifc 

25 3OT» Zntc [0 2 ( a)#Rg] o b*> U &Arf>> £ 4 BHb^7 y h fcttlfrajR 
«&IW»fiOT«>&ft&J&^fc [01(b)OT2(b)#i]. 

m^^M^^ii *igt&A 6 mmmxm&iz&tfzmm. 
(+++) sas-aeERtfttWiL [01 (a)], Rtfliwicafle (+++) <z>m 

j1!l**R«>&*1& [01(a), 02(a)]. b^U *fig88iAa>&4 BEUOBftbfc 
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5 3) mmmm cmmsmmamm ©aoje 

1-2) ©^l:fot, 12»<2Wistar ^Jttt^y h (3 SB (DMilB^m 

mmr\z. &m^n^n\zttvxiimtimvfrQ.u o.2Sfc»o.4N©*fiB&£ 

-%zmwywwL) mmmm cF^m&mwomm) m&wmvK. 
mmm)o 

Mitmzte, mmBLAWi, m^sbb\z, ^m^mi^vr^ vu?>mwT 

(lg/kg i.p.) T77h«rJ^tT»J^U IM£> MUm&K) 

1*1 fcjf bit* T-T;KOffiSlJHMti^LT-^b, -2? 

7**/ hDX-360, 02js:^« OHO) ^L/TffA7>^ (B#mJaH£fc, 2238) fc 
20 ^L,^^«rt^^S^^7K^aA-|"Sfcfet> £S:fefefcfiti!g«<BL00D 
WATER TM-90, TORAY («0) *JjSftbT«H»8EA« &)],y—&a>$'V>5*#> 
7 STC-52L t-JV^E 000) teg&ttUfc. 9 y b£#-;>^>^-^ (U-TF&flf 0£)) 
rtfc^-fifclcH^b, JB®fertfc3l9 37t:fc^bfc^**fizK&-5©8£(5 mL/hr) 

25 ffimft^<D&M&Mfc<D&kmMi 30-60 30 ^Fp1Cfc^oT««f 

—mmmaL&ffitirWmVtc. RrJ!3fel*lJEE«, MacLab^X^A (#ffl^fV^ 
h PowerLab/MacLac Chart v3. 6s (AS Instruments Pty Ltd)) ^^ViTlB^bfeo 

tutwmm** tr-zmTizTVffrjffi (HF-200, x--r>r ? -^-r <«o> 
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MacLabAS v'X^ASrfflVVTfS^bfc, 

io & gmo b*es^h, p. 158-165, 2000) . zzizmmsfc* wm^r^^zmt 
15 t^, MM±m&MAt\zixxx£m&m?k ioom i ^altirI^cs bihmbw 

bfc*f» (tik&ft^y Msham)) ±fB£|i3«fcbT#J«»l6 

ztm7 m£BfifflM/fcm. mwt/ww ^^r 0 ScSfci* (o.in*& 

20 8ftX7^K 0.2NS^^A^^ K 0. 4 N ifiglffiA^ y b) teV^tlfe, JfcK 

M^^-ia^s«^»a»^JtbT»»ci£#[^bfc (05). &itmm&\z 

25 

m-fc, o. i n ©«««©iw&ffl ^fc«£-cb jt^^r^^fc o jMM&et 
«w»ufcci*»6, m^mmm\zmm^mxr^^m<D^m^ mmmrn 
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jp (MimiE^:) &z>wm±Lmmm'] t^miz-^mmm^^nt^-Dr^ 
z\nt><Dz\tfriE>, %LA~r2>tmmgt(DMwz£r). miimmm^mm^ $> 
^\m±m\zn^^mmzM-r^m(Dm^^mtv, Tffims&mm$. 
m<Dm^(Dmitmmm(Dm[:)f)mmMm\z^vx^^mmm^n^ 0 

20 

wim^m^k&&zrrummmm<Dmm, &rc$?$i v < \-m\zmmmm<Dmm 

25 «eoT, ^m^)vmm\z^n\t. ^vn^mm^mtm^^m^tdtmm 
iz^fc®M&mmRzsmmmmzmm'r%z\t&x%z> 0 mm^jv 
mmz&n\*. t bmmmmmt!^0k(D^m^rci^mm(DmmmmizmM 
\zmmTz>z.£tf~r?&2>o -rtzt>%. *ftwtfmm^z#immmiiEm&=E7 : )v 
mm bmm t Ms&«M#t&5^^<D^^xt«^©ii^fcw 
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20 -r&^£. 

25 io. #tbmm&> hx&%m$tm7 iztmrr^mmmfi^tM^y" 
imiz&v%immm&tcfeTmm&mm<D'j>te< l^zn-r^mM^ 
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ffim&tote^x* - mm&iftiffl&ttmmnmfmm&iz&wz 
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